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£J (57) Abstract: o-Anisamide derivatives which serve as peroxisome proliferator-activated receptor (PPAR) agonists, in particular 
human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
O diabetes, etc.), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
Q c™ 1 formula ( I ), pharmaceutically acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymcthy I, 
CH 2 CHXCOY (wherein X represents mercapto or S(0)aMe wherein n is 0, 1 or 2; an 



; and Y represents amino or hydroxy). 
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ttrtas^-cfts^^^^^vr-AJuinffitt^as* (ppae> n 
-«a ( i ) 




(D 



C^4>. Rtt*;i/#*$/«, *;W1?**>**;I,£, CH 2 CHXCOY(C 
:tXli^;i/*7hSXtt S(O)oMe(n=0,l Xtt 2)*, Ytt7^J 
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eu3 m m 

flc (PPAR) fttt h PPARf£»3iS£: it cftfcOM-^-rsSSfl&JliHE^ 
»R#ifl!?©ft»tt«S*©^IK2irr/X(4Je*k:*«ift 0-7-^7 ^ 

k r 9 # * © to m r v z ti (D w m. n m m v c z n 6 © <b £ « 

^;i>**«>y-AiiaiiiSttfli3S<* (PPAR) liy^n-r K*« 

tifeizmmftftzmizt z^-dotj *-a (am, 0 (x 
ii<5 )su r aotft h btomttonmm-em&iftix^MProc. 

Natl. Acad. Sci., 1992, 89, 4653) , ZOft PPAR a it J3g 36 £ © g 
(Endocrinology, 1995, 137, 354) , mtifjMOftW^ffl 

mtmrnizmmtzmB? (m^iT^)vcok^&mm. mmmm 

& * > 'J * > ^ 7 U^--tf) SIf3MrD-i^^i! 

M0ttW£H*1-S7tf V (AK All, CIII) 

^Tfllffi5J(fflBa©^^tC@l4 Lt ^ 5 ( J. Jjpjrf. tes., 1996, 37, 
907) « PPAR ©&7>f V 7 7- AlittJgOM^Hrtfcfc^Tft* 
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( J. Biol. Chest., 1998, 273, 29577) % PPARacDfSttfc 

4 s PPARrT-*»3, PPARr © 3* lb £ * £ -fr £ £ £#¥iJBj§ t 
( Endocrinology. ,1996,137,4189, Cell. , 1995, 83, 803 R V 
813) PPARy ©iSttfcfc jtoUffiTflsffl fc©H«#S! < ^^^tit^ 

So 

coj;5ttPPAIi:^^«JfH^o«IBft%«r*i:t h PPAR * 
iSttfljfSfl^totiU Jfll*l!SR ( 3 u * 7- d -frRV^&mffi) fi 

PPARa® Kfc LTPPARatC*r-r-5$!*0£££ f ZibStot 

(8-HETE) &tf 8-fc K n^i/x-f 3-9-^>*x>& (8-HEPE) #18 
p^Ftlt^S (froc. ^cad. 5c/., 1997,94, 312) . 

xmtzzt\*mmx$>zt tt> t&mmzmizt 

£fc PPARaf£iHM£Wrsrt;£«5£: Utlt 
W0-97/25042 fSV W0-97/36579 tlX^Ztfi. Mn* 

*&0jHb£tfi:ti: a glutei-* i: tbiz, itmftmtoms & LX 

4^§SBS 60-51189 -t, #HBS 61-267580 1-131169 

-morT^j*) v >-za-v t>tix\^% 0 bfr u fir 
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^ © ^ 

*«W#?>tts t h PPAR©lltRttW^'j|&i»iffll8®#fcS?H*-S 
SI, TB-*a ( 1 ) X3iZtiZ> o-Z-^T" ^ 

t h ppARf^ftf^m** \sftm&mmmmmt Lx^mx&zztz 
w*>*&mt, ( 1 ) 



Rli*;!/**^*, *;^^r^^f;n N ch 2 chxcoy ( d c 
•CXtt^^7hiXtt S(0)nMe (n=0,l Xli 2)£, YltT $ J £ 

S-tt5£ (1) © * R # CH 2 CHXC0Y T* <fe -5 it 




(D 
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tt & s v m £ m it ± x * « © « a ^ « c # £ n 5 « © ^ -r 5 . 
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fiPfcx -«55 (1-a) T?3E3il3fc£»tt\ ±Hic^ 
□ *;ua, V**y>, N.N^^;^;^?^ K*©^?gtt}gj« 

*7k*<D7)vh v&m&mm* xtteus;>, h»;x*;i/ 

7" ^ >%<D%nm&&$>\f ^5, SAlftJJ: LtU, N-tKo*>> 
^ > U 7 K- 1 F D 7 ^ > >f ^ 3,4-i? t K D 

^3f + f>, N,l(-^^;^;i/A7 5 H?©*Stt»«*, igg£ 
LTteu 0J;U£7k&<b:>- h 'J •> A^?©7;i/* u £S;!k&fctK fitm. 

* y * a^©t;u* xttKUs;>, h'jxf^T; 

-«a(l-b)T?ai£*i£fb£ftli,jIft©Kfb&J£^fcKfb^ 

;u $ ;i/£©i§£i;i, ^©KMJ^Jx.li&'fb* n a, ®v>#>& 

* V "> A,Kftl«*«»ft;*&£flHoT"t§a# x * o A KM© Jones 



WO 01/21578 



PCT/JPOO/05950 



7 

r i & i/T j * *-;us©»£»±, mmtm, m. t&mitm^Tfi ? 

ffl^*;uA^-f Ji/^f^uaKajftSfcakBUb* h u •> a $ fcfcafciifb 

50°c-iSttai«tSffi, S*»«i:Lrtt, T;un-;u-;K^ 

-itt a ( l-d) © 4> X 2 # > ;u f- * £ -e * 5 <b£®R V ( 1-e ) t? * 

-C*3*b£«9**!«igflL flilix^y -;k SlifJK N,N-v 

#STlCfcE-329kPa T-jStc^ ^ y<*(l-c)fc UfcBM 4 ;WW > 
7"; 1/ 4 *s 3 XMeerwein Arylation)£fS£*r^ HlC NaSMe 

'J U>f i/ a XMeerwein Arylation)£jfoli, ii7cUTff?>iife7'^ 

sfcz^mmm, mx\z* * ; -;k x* y -j^c7;^-;n, 

T-fehx ^ f;i/xf;^ r >^©>r h i&JkXtz. til ©M£ 
JHbTkmKSfeD^D^ ><fb*JB#S7\ ffiiBK^ h 

^'J^Kx^fji/ xf^xtt^>^;i/x7f;m) ©# 

ST, ft&8E*0»fb3S-S^ «ft9S-il«®ll-il«««ft!ffl$« 
5C C i:^-e#5o MC^f;i/f*fttt, NaSMe 

T, « tt * y - ;k x^y-;^o7;i/n-;i/S« 

fc"T?*S(l-e)li* *iHb Uf -?A, TkK^b^- h V •> A, *IHb£ 'J. 

* A^oisxiiii, mm?f<Dm<Dft&T, %m~fin® t &m<DU 
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#-e#5o X-SS^(l-d)(D*X 2 ^7tf;^^I©1^7 * y# 
(l-c) ;W;u;W> T 'J 1/ 4 i/ 3 XMeerwein Arylation)g/£ £ 

tf * 5 m&&. m i-g)r- « 2 n % >^ ft ?n*g ms t- s 

(l-d)®*X 2 f;i/ftSStf(l-e)T-g^n5 £jS&fbtf£ffl 

* d na3?AM(nCPBA)3f#*W'e>ftS 0 Sifcfct, *f«i£8L 0>J;L 
cfc tJ ^Jfc"f £ c X, *;i/*><&(n=2)fci^ Sffl#J©jfi&fb 

tIc k 'fb u ^ a N fc&ibi- h Tk&ft* >; * A^oisxii 

«Kn 5KS^®K©#«Tx £S~;!iorNkil%®fflA$ft-?;!ia;dc4'# 

(i-d)©*x 2 # T**)\,mx'$>z>fc£®%7km<b u a n *g<b 

W^lif- If 7 (Davis)SII ( J.Aa.Chea.Soc, 1992,114, 1428) % 



WO01/21578 



PCT/JPOO/05950 



9 

(gjfefll 1 ) 




5-*;i/ ^ ;i/-2-^< h +^>$lfS l.OOg^ Mitt f- U > 50ml 

h 'J xf-;i/7* ^ > l.OOmK 7 o DSIzf^ 0.60ml £ Sn 
^.s 1ST- 1 5#H«mUfc&x 4-h »; 7 )l*u X^frsoVfrT 
Z > I.17g ©Eft* * u > 10ml M*JDi,ItSfi-e 3 B#WM# 

EISU:, !9Uf;8^A7A^D?^77^ - ( 'J * f 
;K : »|xf;i/= 1:1) T-*f i?xf;n-fjh 

ff»x^;u-^*tf >®»£8^ffiB|| LftftiBflfc L X 1.46g 
© 5-^;u ^ ;i/-2-^< K * ^-N-(4- h U 7 u * > >J > 

MjA 116-117°C 
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Ttmfttiim (%) C 17 H 14 F 3 N0 3 

(%) C, 60.54; H, 4.18; N, 4.15 
HilJffi (%) C, 60.80; H, 4.09; N, 4.28 

)1)^<>XT K K 500mg h > 20mh V a - > X( Jones 

0.5ml £flD;t x 2 5 S (c S/* a - > X ( Jones )t« H 0.2ml £ 

in* 3 5 frmmftLtzo £/fo&lC7k 100ml ^Jnx.^^^ V > ('i> 
*©7--fe h >UUK.tz) 100mlx2tttti Ltz 0 *f*SJI fctSfn^ig* 50ml 

/ # j -;u = 100 : K (3 * * 7 - ft ) T**I§!J&, ^*-9-> 
-T-fc h >fSMi LgtfJtlfce IT 270mgf#£ o 
235.5~236.5°C\ S«^^ffi| m/z 353 (M*) 

Ttrnfrtitm (%) c 17 h 14 f 3 no 4 

fl-JUI (%) C, 57.79; H, 3.99; N, 3.96 

mmm (%) c, 57.99; h, 3.95; n, 4.01 
(mmm 2 ) 

4-* h **>-3-[N-(4- h >J 7^;frD*^;i/^>i;;i,)]#;w^-Ol'7 x 




&*0© 5->^y A *)l-2-t b*i/%M.mM 2.55g ICy^f^* 
)l> A T ^ K 50mK 4-h U ^;i"<> ^ > 2.57g % S/ 
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T J 'J Vi^xf )\> 2.66g, h'Jif^7$> 2.00ml $rJDx.^K^T 

2 0#|HL 6 B#ftflif# Lfco £jfc&&7kt::& SE$x?-;u-t- 

/I'X-f^t'lSflft^ ftt$ L&t£*£fli: LT 4.44g © 5->77;< 

S!!^ 124~125°C 

Tcm^-^ffil (%) C 18 H 15 F 3 N 2 0 2 

If-Utt (%) C, 62.07; H, 4.34; N, 8.04 

nmfe (%) C, 62.03; H, 4.27; N, 7.99 

5-2/7 7 ;>< f-;u-2-7. h^r^-N-(4-h 'J 7 □ ^ f-;i/^> 
^>X7; K 484mg(cx*7-;u 10BK30X»»fl:*IRzfc O.6iK0. 1 
mol/1 7km<t± b 7 A 5ml *»0^x 5 Otf 1 ftlHUftttft. g'K 
30XjfiiHb7k&7j<: 0.6mK 0.1 mol/1 TfcMfti?- h'J^A 5ml £Mz. 5 
0°C-e 3 0 #M*# Ufco SJiS«*7k(ca?s »«x*;i,-ettai* 

^77^-(i/'J t>>f 9- V>:*Z; -;i/ = 100: 1 ~50:1) 

xmm L.m&ms&t its-*^*^ ;u*f-;i/-2-* h**>-N-(4- 

h 'J 7 □ ^ fiK>i;^h>X7 5. K 318mg £*3fc 0 
K£ 192-193'C 
7E^##ffii (%) C 18 H I7 F 3 N 2 03 
ItHfl (%) C, 59.02; H, 4.68; N, 7.65 
Sffltt (%) C, 58.87; H, 4.56; N, 7.63 
5-*;i/n^e>f f-;i/-2-* h **>-N-(4- h y 7;i/*p f-;u^> 

^iH^>X7; F 700mg Ci^-il/ 21mK 1 mol/1 TkiHb^ h 'J 
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7ml SUP* 1 8BfMMilSftL£o 5 JiS £ * JC i£ 
flxf^-e^ HtCTkJS* 2 mol/l lif P H 1-2 fcSJS Lfc 

mitt* \s>nnm& asettfi £ lt g a* 435m g 

167~168°C 

Tzmfrtffm (%) c 18 h 16 f 3 no 4 

lf-*tf (%) C, 58.86; H, 4.39; N, 3.81 
mmm (%) C, 58.72; H, 4.34; N, 3.86 

inmm 3 ) 

fr;i*>< )\/-2-(*3- )\z3-*)x.?-)l}-Z-* b*»>-N-(4-h 'J 



2-^ h **>-5-x h D^Ifi 17. 2g OMitt* Is y 35ml 

{c^-^if >; d k 35ml Stfi^ f;^^A7 ^ k i »&jn*. N 

7 X h* 150mh h 'J xf ji/7 * > 15mK 4- h U 7 )V*u * ^;u^> 
V)\,7K > 16. 9g *JD*. IfiT-2HHIf|ilf:„ Kffi*fc*Ca 
»Kx^;ufffttfi Ufc 150mlx3 o «8IJB£;fcs fiSffi&JSTkT-H 
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Klf:, &ltglgil £ LT 2-p< h **>-5-x h o-N-(4- h |J7/^ 
□ * fiK>yil/)^>X7 ^ K 26. 6g Zmtzo 
MM 108~109°C 

Ttmftmm (%) c 16 h 13 f 3 n 2 o 4 

ffgfit (%) C, 54.24; H, 3.70; N, 7.91 

mmm (%) c, 54.27; h, 3.73; n, 7.98 

7;^>fffl^Ts2-^ h *S/-5-- h P-N-(4- MJ7^tD^f 
iH>yjH^>X7 ^ K 26. 6g lzmm^3-)\/ 270mK 10%^? V t> 
Aj^m 2.6g £flD;ifc&, *??f#*gBmT^StI 

5-7 * y-2-p< h **>-N-(4- h 'J 7J^n^fiK>i;;i/H>X7 
^ K 24. 5g fci^fco 

115~117°C 
Ttmfrtif®. (%) C 16 H l5 F 3 N 2 0 2 
H-»fiI (%) C, 59.26; H, 4.66; N, 8.64 
nwm (%) C, 58.96; H, 4.57; N, 8.68 

5-7 5. J h * S/-N-(4- h 'J 7il/^ D^JK>>>'^H>X 

7 ^ K 2.26g ©7-!r h > 27ml * * J - )V 11ml ®mzfc$>T, 
m&itfcmmmm 5.6mK h A 540mg, * 2ml £;(JQ;t 

1 0#fB«#L£o £jfc$(C7* 'J^7; K 3.00g £flO/t 3 0 e C £ 
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{A- V V 7 fr* u * i/ X7 % Y 1.55g &f#fc 0 

BLS 192~193°C 

TC^^Wfil (%) C 19 H 18 BrF 3 N 2 0 3 

ffgtt (%) C, 49.69; H, 3.95; N, 6.10 

£*!ltt (%) C, 49.65; H, 3.82; N, 6.11 

^D^;K>i;^h>X7^ h* l.OOg Ci^ y -)V 60mK NaSMe 
200mg fcfln* 3 fSWan&jf SfESK -ttftgtfe, U 

= 1 :6) X-mmL, M&1&§kt LX gl$% 865mg zmtzo 
11^ 152.5- 153. 5°C 
7tJS##ffii (%) C 20 H 21 F 3 N 2 03S 
ff-gfit (%) C, 56.33; H, 4.96; N, 6.57 
$8HB (%) C, 56.42; H, 4.97; N, 6.55 

(HI«I4) 

5-[2-* ;p/N*^e -r ;i/-2-M f ;i/^^7 -f ):c?-;i/]-2-* h 
N-(4-h 'J 7^tD^f;K>j;^h>X7 ^ K 




5-[2-*;un*^ei' ;u-2-(p< ^;i/^^-)ji^;i/]-2-^ h *i/-N-(4- h 
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mCPBA 368mg ft * ft TJQ 3 # mmW U fe 0 SffittfettfilSV*. 

;K mit*?\s> : * * y-;U = 50: 1 — 20: 1) ffcRU $t£igfl 

486mg *»& 0 
m& 170~171°C 
tzM fttifm (%) C 20 H 21 F 3 N 2 0 4 S 
ffM (%) C, 54.29; H, 4.78; N, 6.33 

nmm (%) c, 54. ii; h, 4.72; n, 6.40 

(iM 5 ) 

5-[2-*;U<n*-f ^-2-(^f;^;i/^-jl/)x^;b]-2-^ h *2/-N-(4 r 




5-[2-# -f ;i/-2-M f ;m;i/7 * -^)xf ;i/]-2-^ f* 
-N-(4-h 'J 7Wo^f;K>i;jl/H>X7 5 K 274mg(C«^b^^ 
l/> lOOmh mCPBA155mg x. 3 B#f«8t# L tz 0 

b> : * * y -;u = 50:l~20:l) U £: L T i tt&J 

201mg 
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219~220°C 

Ttm^mm (%) c 20 h 21 f 3 n 2 o 5 s 

tHItt (%) C, 52.40; H, 4.62; N, 6.11 
HiiJfii (%) C, 52.24; H, 4.52; N, 6.09 

(mmm 6 ) 

5-(2-# fl//tt ^ ;u-2-^ 7" hif;b)-2-^ h * *>-N-(4- h 'J 7 




5-(2-7at-2-*;WH'f;i'Xf;i/)-2-^ h -N-(4- b U 7 ;i/ 
to^f;K>y;i/)^>X7^ K l.OOg t:7;^ >*HftT*"r- h 
7th'077> 80mK U 7 A 368mg Sin*. 6 

WLtzo &IS*ttE9£U INK xf-;u fiSffi&JS 

l/T 5-(2-7-fef;Vf -f ;i/x^-;i/)-2-^ 

h **>-N-(4- h U 7;^D^;K>^il/h>X7? K 904mg£ft 

fiftj& 159~161°C 

7GlS#lfffi6 (%) C 21 H 21 F 3 N 2 0 4 S 

H-Uffi (%) C, 55.50; H, 4.66; H, 6.16 

nmm (%) c, 55.32; h, 4.58; n, 6. is 

5-(2-7-fe*-;u*-*-2-*;i^*-f ^xf;i/)-2-^ h * v-N-(4- h 
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fS#az>^-T^^y-;u 30ml *mz. 3HM^S%^lf:.Si$ 

eStbt 195mg © i^tJ^ff feo 

Sk£ 159~161°C 

7u^^*fffi (%) C 19 H 19 F 3 N 2 0 3 S 

ff-gH (%) C, 55.33; H, 4.64; N, 6.79 

nmm (%) c, 55. 08; h, 4.63; n, 6.82 
(mmm 1 ) 

3-[4-^ h * S/-3-[N-(4- h ^^^-D^fM^y^)]**;^^ 
;i/7 x-;i/]-2- 7*oe;t>$ 



5-7^-2-^ h *$/-N-(4- h U 7 D ^ f- y V )l )^ > X 
7 I K 17. 3g ©r-b h > 170ml &tf ;< * 7 85ml jg$£*-JStfr 
IT, 47%%fc&mm®m 43mK ffiiBit^ h'J^A 4.15g ®&®m 
17ml SJQX. 1 0 ftmmftLtzo £jfo&fc:P7 ij ;u&p< 26ml £ 

fla* 3 o-ctT-flD&LfcSL ®<b!f§-Si i.04g *>P L-r^Snx, M 

{C 40~50 e Ctr 1 ^HSnfUt^ tfeo fc&£38ff@£U 8£K 25% 
tfco mft&m&t LT 2-7Dt-3-[4-^ h **>-3-[N-(4- F 'J 7 
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^t 1 ^ 10. 3g tmtzo 

MA 110~111°C 

Ttmfttifm (%) c 2 oH I9 f 3 no 4 

ff-Hit (%) C, 50.65; H, 4.04; N, 2.95 

mmm (%) c, 50.74; h, 3.86; n, 3.05 

2-7d*- 3 -[4-,< h^>>-3-[ N -(4-h 'J 7 )l* u * ? > i; ,p ) ] 
*;i//^-f;i/7xz;i/]7Dtt>8^f;n^r/i/ 2.00gi:i* 
^<^y-;u lOOmh NaSMe 380mg On* 6 B# fHinfftiiat U£ 0 

: i^Kxf-;u = i:i) U ifi^fli ut 3 -[ 4 -^ h 

-3-CN-(4- h >J 7;i/*P * f;K>^^)]*;Mt-f ^ 7l - 
>H-2- M^U^tf) 7D^>|^;n^^ 1.23g£&£ 0 

127~128°C 
7C^7>*ffil (%) C 2 ,H 22 F 3 N0 4 S 
ftJUI (%) C, 57.13; H, 5.02; N, 3.17 

nrnm (%) c, 57.01; h, 4.91; n, 3.19 

3-[4-^ h *$/-3-[N-(4- h »J 7;^D^f 
-f ;P7xz;H-2-(^;^^) 7 D e*>R**;Ux*y;i, 300mg 
tz* * 7nK U h 33mg 3ml £Jn;L 1 B# 

NmitttL£!ft, K£5l*ntt]JKtg*Lfc. ^S«E9ib, 
«3C**J0** i?if;n-fjl/t^tfe 0 *jg£ 2 nol/1 ig 
KT- pHl~2 fCiaSk ^xf;n-fJ^»ffl Ufeo t 

fc£il£'N*l7->-7'-b h >T'S£H UM&fgAfc LTi*Jfcj239mg 
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Mljft 170~171°C 

TzMfrtifm (%) C 2 oH 2 oF 3 N0 4 S 

tH*« (%) C, 56.20; H, 4.72; N, 3.28 

Stttt (%) C, 56.14; H, 4.56; N, 3.20 

3- [4-^ h*i"3-[M4^>J7WD^fM>y^)]3!i^t^ 




3-[4-^ h *>>-3-[N-(4- h 'j7;^D^fjK>i?;H]jjj^^ 
-Y 3L-)i]-2-(* ?-)i,i-*)7n \z* >g l.OOg iZ T -fe h > 20mK 
y^7o * K 600mgS^j^K^ 'J A 490mg £JO;L 1 ^^Snfi 

* ^ > : yifiH-f^=5 : 1) T?J»« U 
^x^;ux-^;u-ejSftfl: ufefts £ UT 3-[4- 

^ h * *>-3-[N-(4- h U 7i^D^jK>y;H]Ajl/;^^^7x 
-;H-2- { * ? to * ) Tu \£* >&^> y'iH^fil/ 1.13g £f# 

to 

77~79 a C 
7cHt##f11 (%) C 27 H 26 F 3 N0 4 S 
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tm* (%) C, 62.66; H, 5.06; N, 2.71 
mm* (%) C, 62.72; H, 5.06; N, 2.76 
3-[4-^ h * *>-3-[N-(4- h 'J 7 )l* o p< ;u ^ > $; ;u ) ] a 

^ ^7ir)H-2-(^fH^) 7D ^^■>K^>^;uoi^7 1 ;n.oog 

©Hfc^ ^ U > 20ml if^tZ^K^T, mCPBA 429mg Itlm*. 3 0 #fffljf 

^D7^77^-(>> *) * 7 tosMb * ?■ )s > : * * S - )\, = 100-A) 
T-*ISJU SBfiifitft) £ LT 3-[4-^ h * *>-3-[N-(4- K U 7 )\,* 
D^f;K>y;i/)]A;i/;t^>f;i/7i-;H-2- (^f;^^7-f- 
;i/)7*o tr* >K^> 5?;i/x^y^/ffl y7^f i/t7-iS6* 915mg 

(* 7 A : Inertsil 0DS-2, * 5 Agg : 25°C, : h - 

h 'J ;u >»(1-*1000)=1:1, 7.5nl/min, »J£&£ : 240nm) 

MJ>7A-C«*Ufc 0 ISIi*3«JES*U -e*i^*i0*#£*i£g|£ 

;U=100:1) T?*HUU m&mWi® HT«IISft©^>yM7 
r-;H* 383mg &tf<gffi£#©^>y;ux*5 i ;i'<*: 514mg £f#fc 0 

ilSfiH£<*® ^ > ^ ;i/ x * ^ : 400MHz 1 H-NMR(CDCl 3 )<? :2.55(1 
H,s,SOMe), 3.32(2H,d,J=8Hz,CHiCHS) > 3.79(lH,l,J=8Hz,CH 2 CIiS),3.93 
(3H,s,OMe), 4.73(2H,d,J=6Hz,CH 2 N),5.15(lH,d,J=12Hz,OCH 2 Ar),5.2 
2(lH,d,J=12Hz,OCH 2 Ar),6.87(lH,d,J=8.4Hz,ArH),7.26- 7.34(6H,m,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

Mfrmmmmftm C 27 H 27 F 3 N0 5 S(M+1 ): ti-pCM :534. 1562. ^J^fK :534. 
1592 
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(EffittttCO v;Ux^x;i/*:400MHz 1 H-NMR(CDCl 3 )d) :2.60(lH,s, 
SOMe ) , 3.26(lH,dd,J=10.4, 14Hz,CH 1 CHS),3.35(2H,dd,J=4.4,14Hz ) CE 1 C 
HS) > 3.79(lH,dd,J=4.4,10.4Hz,CH 2 CKS),3.93(3H,s,OMe),4:74(2H,d,J=6 
Hz,CH,N) ) 5.13(2H,s,OCHjAr) ) 6.86(lH ) d,J=?.8Hz ) ArH),7.22- 7.32(6H, 
m,ArH) ( 7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=3.2 
Hz,ArH),8-26(lH,t,J=6Hz,CONH) 

n^mmmm^m C 27 H 27 F 3 N0 s S(M+l):H-*fc: 534. 1562, i|ij£fii:534. 
1562 

^HLti^ilfc3-[4-^ h **>-3-[N-(4- h 'J 7)l*U * *)\,^ 
>S/;i/)]*;i/yt^-f ;i/7x = ;H-2- ( * ^ ;u * ;u 7 4 - ;u ) 70 e 

t>8^>y;H7f ;b (IlftftC'OyjU^T;^) 370mg 
{ZZ;1/3>^7n#H^Ts x# y - ;u 20ml &tf 7.5%^^ ^ 9 k& 

£)100mg £iD;l 2 BSffl, 7.5%/^ v ^ 7 A ^(Sftftifffl&noOmg £ 

mzmmbxmz, ti&mznEEmmbtzo m^titzftzz*? 

D7F^77^-(i/iJ ti ?)l<.m<b* f- U>:9f&xf-;u = 50:l~ 
^bp< U > : *9 J-f\, ; Sm = 50:l:l) Til! L7c&, 
;n-r^-7t h>t-S^fll, tbX 3-[4-^ h*^> 

-3-[N-(4- h'J7;i/*D^f ;K>i?;i/)]Aj^^^;| / 7i-^]-2- 

B&£ 135~137°C 

i^j£?$#* D?^77-( -fc6jgij$i* : 99%de (MfeZkft ; ± 7 A 
Inertsil ODS-3, 0 4.6x25Owu $J£&g 240nm, SS* l.Oml/min,^ 
Hrffl Z-fe h - h 'J ;U : %m »J >&7jc(1^1000)=45:55, * 7AigS 
30°C) 
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TtmftVfm (%) c 2 oH 2 oF 3 no 5 s 

(%) C, 54.17; H, 4.55; N, 3.16 

mmm (%) c, 53.94; h, 4.51 ,• n, 3.13 

400MHz 1 H-NMR(d 6 - DMS0)(5 : 2 . 66( 1H, s , SOMe ) , 3. 05( 1H, dd, J=5 . 5 , 1 
4Hz,CH 2 _CHS),10(lH,dd,J=10,14Hz,CmCHS), 3. 85-3. 93(4H,m,CH 2 CH 
S,0Me), 4.57(2H, d,J=6Hz, CH 2 N),7.10(lH,d, J=8.5Hz,ArH),7.37 
(lH,dd,J=2.4,8.5Hz,ArH) > 7.54(2H,d,J=8Hz ) ArH),7.66(lH,d,J=2.4 

Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,CONH),13.10(lH > 
br s.COOH) 

mmiz LXftM LTf#£ft£ 3-[4-;< h *>>-3-[n-(4- h ij 7 
o * 9-Jl^> ;u7 x -;u]-2- ( * ^;u*;u7 ^ - 

#) 480mg *iS7cW(3j^^>$;;u>fb1-5C £ K <fc tLX 
3-[4-t h **>-3-[N-(4- h U 7 )\s*u ){/ ^^. j 

270mg £*§£ 0 

127~128°C 

mftmmm&fttif c 20 H 21 F 3 No 5 s(M+i):tf$?fii =444. 1093, ai£ 

fit :444. 1090 

400MHz , H-NMR(d s - DMS0)d : 2 . 68( 1H, s, SOMe ), 3 .02 ( 1H, dd, J=10, 13 . 

8Hz,CH2CHS),(lH, dd, J=4, 13.8Hz,CH 2 _CHS),3.86-3.91(4H,m,CH 2 CHS, 

OMe), 4.57(2H, d, J=6Hz,CH 2 N),7. H(lH,d,J=8.8Hz,ArH),7.38(lH, 

dd,J=2.4,8.8Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4Hz,A 

rH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.22(lH,br 
s,C00H) 

HS&&#7 n-7 ^77^ -^fiftliCK : 98%de (8U££{* ; AH 
Inertsil ODS-3, 0 4. 6x250mnu SJ^^g 240nnk flitS 1 .Oml/min,^ 



WO 01/21578 



PCT/JP00/059S0 



23 

mm 7-b h - h U )V : 'J >K7fc(l-*1000)=45:55, *7 ASS 
30°C) 

(HM 9 ) 

3-[4-* h **>-3-[N-(4- h U 7 □ * * )V< > ;i, )]* ;un * -f 




3-[4-^ h *^-3-[N-(4- h 'J 7;i/^-D^^;u^>v*;u)]*;i/^-^ 
-f ^7ir;H-2-(^^ft)7-D tt>8^f;i/x^rJI/ 1.50g 
©^ib^^U> 30ml JgfcC*!*^ mCPBA 800mg ^JQ^., 3o"^W« 

^D?h^77^-(i/ij #7;KJS{b* u>:^^y-;i/ = ioo: 

1 ~50 : 1 ) atfiigfl£ L-C 3-[4-* h *->-3-[N-(4- h 'J 

7^tn^f;H>i?;i/)]ijji/;H^ ^7i-;H-2- (^^-;i/7;u 

7>f=;i/)rDK*>»^^;ux^T-;ui.22g*f»fc 0 »?»*ifc 3-[4- 
^ h **>-3-[N-(4- h 'J7i^D)(f jK>^il/)]j3;i/;\'t>f ji/7i 

(DJSfb^ f- 1/ > 20ml&$K*ft-R mCPBA 550mg £flD;L, 7 

^^tr>-»»xf;K-Sei, Ift^itlt 3-[4-^ h * *>-3- 
[N-(4- h 'J 7jl/tD^M>>>'^)]3!j;i/;H^^7i-;H-2-( * 
mea-i/IM^l/x^^u 750mg £ ft 7c . 
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Mjft 144~145°C 

TtMfttifm (%) C 21 H 22 F 3 N0 6 S 

ffJKi (%) C, 53.27; H, 4.68; N, 2.96 

nW\m (%) C, 53.12; H, 4.48; N, 3.00 

3-[4-^ h **>-3-[N-(4- h U □ A ^;u^> ;i//^ 
>T ;i/7 x-;u]-2- ( p< ;i/ * - ;u ) 7d t:t>|^f ;bx^f 
;u 300mg £p< * y -;u 6ml CiSfr U, 1 mol/1 TkRfb^ h »J -7 A* 
»tt 0.7ml OP*, 50°CT- 1 IttlHIftllMttt Lfc„ g , 

i;if;n-T;i/T*# L fe, *Jf £ 2 mol/1 MR*»«tf pH 1 ~ 

£ It 218Bg©g«*J£»fc. 

MM 158~159°C 

TtmfttifHS. (%) C 2 oH 20 F 3 N0 6 S 

ff-Utt (%) C, 52.29; H, 4.39; N, 3.05 

^fclffi (%) C, 52.11; H, 4.20; N, 3.05 

(&mm i ) 

ICR 

10*®*j|&Jfc]fiL*» Ham's F-12 T i£# L tz CHO iffflflSiC. 

©IS^S? GAL4 © DNAfl££ffg*:fc M PPAR aSD t r©'iiJ> K 
(Biocbeaistry, 1993, 32, 5598) £ ©Ifc£- * > ;1 £ g £ $g 

s^gttr-?;* * k,gal4 c j; DiSttftSiia**;^^? x 

7--t?U#-*-77*^ b*(Promega ft )&tfl*!gl5$ip LT©-7 
^y-f ^^r;i/->7i7--lf777; h*(Promega *t)£ V* h 
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v K(DMS0)t»» L£ (DMSO S^igg 0.1%) ttfcfb^ft&tfttiSlg 
&fttt L^SSMMS: lOX^t? Ham's F-12 *g tife T- S3 Hi UTi§H U 
2 4 B#^m K ;u 7 x 7 - -tf r£t£ £ D o * £ (C ^ U fc o 



(31) 



PPARa 



EC 

so ( /zwol/1) 



3 2. 1 

7 1.2 

(88) -HETE 1 . 3 
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ttt h PPABftft££ UT, PPAR fi*H4-f*ffi*gjfiLffi-?>tt£ft«<2) 
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MF 5f< cr> ^5 SI 

1 . -«5S ( 1 ) 




[S*, Rli*;bt^y$, CH 2 CHXC0Y ( c ^ 

■CX 7" hlXli S(0)nMe (n=0,l Xtt 2)£, Y 14 7" ^ J 2 

3 . 4-* h **>-3-[N-(4- h 'J 7;U* □ ^f;K>^jb)]*^A-t 

5. 5-[2-*^/i* <f ;i/-2-(* f>7;i/7 -f = ;i/)x?-;i,]-2-.rf h 
*v-N-(4- h 'J 7;i/# □ *^;i"*>y;i/)^>X7 S Ktf* 5IS*JS 
1 l2«©<b^t)o 
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^-N-(4- h U 7;1/*d^;k>>/;H/<>X7^ 1 

8 . 3-[4-* h **>-3-[N-(4- h 'J 7 n * > )]# ;p 

f3«0<b£^o 

9. 3-[4-^ h *->-3-[N-(4- h >; 7;i/^-p ^ ^ 

1 0 . 3-[4-* h * v-3-[N-(4- h U 7 □ / > y ;u )] # 

^^'^ f ;U7 x -;i/]-2- (*7-)\sZ)i*-)i,) 7n 

m*m i ie«G!Mb£^o 

1 1 . ( 1 ) 




(1) 



[jS^ R)i*;i/^^^I, *;u^^ri/^ CH 2 CHXC0Y(cc 
T-Xli^;u*7-h*Xli S(0)nMe (n=0,l Xtt 2)£ N Yli7^S 
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